We first retrieved the lowest energy conformer of farnesyl methyl ether from the PubChem database (CID 5365855). 1 A library of 5 858 low-energy conformations was generated using Confab. 2 The centre of mass of the three isoprene units in each conformer was calculated and the angle q between them measured (Fig. S1 ). The farnesyl beads were then positioned at the centres of mass of each isoprene unit in the lowest energy conformer to generate a starting farnesyl structure with a more realistic staggered conformation. The beads are joined via a harmonic bond of length 3.9Å and force constant 50 kJ mol 1Å 2 to the Cys186 side chain particle in the palmitoylated NRas anchor model. Eight copies of this dually lipidated construct (four per leaflet) were inserted into a symmetric bilayer comprised of 751 DPPC, 450 DUPC and 299 cholesterol and the system solvated, populated with Na + and Cl ions to a total concentration of 0.15 M and subject to 5000 steps steepest descent energy minimisation.
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